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Ladies and Gentlemen:
. ,
‘; These comments to Docket No. 99-045-1 are submitted on ..

behalf of the Association of Veterinary Biologics Companies
?

(AVBC), an international association of manufacturers of
veterinary biologics products licensed by the U.S. Department of
Agriculture. Among the 26 USDA licensee members of AVBC are
nearly all the major manufacturers and many smaller firms. Any
guideline adopted by the USDA’s Animal and Plant Health
Inspection Service (APHIS) pursuant to the VICH Draft Guideline
on Good Clinical Practices may have a significant impact on the
members of AVBC.

The leadership of APHIS and the other participants in the
VICH program are to be complimented for their efforts to
undertake this particular topic. Clinical research is very
expensive, and it is in everyone’s interest to conduct the
studies properly the first time and iq a manner that will be
acceptable to regulatory authorities around the world.

As noted in the Fed. Reg. notice, the principles in the
draft GCP guideline are already contained in 9 CFR S 103.3 and VS
Memorandum 800.84. The GCP guideline, however, requires over 27
pages to set forth the p~rinciplesAPHIS states in less than one
page of the Code of Federal Regulations. The guideline itemizes
all the concerns and considerations, rather than sticking with
principles. The guidelih~ requires the documentation of many
more elements than S 103;~. The scope and style of s 103.3 and
Memo 800.84 recognize the value of flexibility, and this should
be retained.
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As detaile-d-below, there are many points on which the GCP
draft guideline is not appropriate for the conduct of clinical
studies of veterinary biologics. We recommend that VICH develop
a separate GCP guideline for biologics.

The philosophy of the GCP document is based on the current
regulatory scheme in some EU countries and FDA’s Center for
Veterinary Medicine. These may be laudable principles, but much
of the guideline applies only to pharmaceutical and feed additive
products. However, if APHIS were to adopt this guideline, there
would be endless debates regarding whether specific sections
apply to biologics, and, if so, how. Veterinary biologics
studies have unique requirements which justify the use of a
specific guideline for clinical studies. Trying to shoehorn
APHIS- and FDA-regulated products into the same guideline would
represent a major change in regulatory policy and one which will -
on’lyblur the separation of the two agencies and their regulatory
responsibilities.

+’
AVBC’members are more than willing to work

with APHIS in any way to develop specific guidelines, but the
association is opposed to adopting guidelines in which biologics
are little more than an afterthought.

The veterinary biologics industry in the United States
developed separately from the pharmaceutical industry, and it has
evolved into arguably the premier animal health product system in
the world. The U.S. veterinary biologics industry is
distinguished by the large number and diversity of companies,
which has resulted in fierce competition and the availability of
a wide range of safe and effective products at a reasonable cost
to consumers. *-

We are concerned that these guidd.ines will add to the costs
of our products, which will have to be passed on to the consumer
in an ever upwardly spiraling trend -- with little or no added
benefit. Furthermore; potentially useful products will not be
produced if the expected market is too small to provide a return
at competitive prices.

On the other hand, ‘what added benefits will accrue from the
use of this guideline? /4GCP guideline designed for veterinary
biologics clinical trialb will help eliminate the errors that
lead to the failure or rejection of a study, but a protocol
designed to study medicated feed additives will probably produce
a great deal of useless data. Generating such data would simply
be a waste of money and animals.
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We must examine proposed procedures from the perspective: IS “

it necessary? There is much data that it would be interesting or
helpful to have, but sound scientific and regulatory judgment
must limit the requirements to the bare necessities. To the
extent that the principles contained in the CPG guideline have
been adopted by the EU, the track record of benefits is dubious.
-, e.g., the attached article from ~ t July 16, 1999,
summarizing recommendations to simplify the EU registration
process for veterinary products.

Another concern with the GCP guideline is that it could
represent the agency’s abandonment of a principle that has made
the 9 CFR program so successful -- that is the agency’s
regulatory philosophy of flexibility in the method of compliance
with requirements. APHIS’S approach has been vindicated by
recent regulatory reform initiatives. Throughout the 1990s, the -
fdderal government’s regulatory philosophy has emphasized .,
flexibility over rigidity and results over bureaucracy.

?
This is

the spirit of Vice President Gore’s Reinventing Government
initiative, the Small Business Regulatory Enforcement Fairness
Act administered by SEA, and, by analogy, the FDA Modernization
Act . This principle needs to be clearly articulated in APHIS’S
version of the GCP guideline.

There are several statements in APHIS’S Federal Register
notice that have raised questions.

a. The notice includes a statement that this draft
guideline reflects current APHIS thinking. We hope that
this is not the case, unless we fail to understand -how the
agency intends to use the documents produced through the
VICH process. As noted, AVBC supports the current
principles contained in 9 CFR and VS Memorandum 800.84, and
the association believes that the principles enunciated in
Sec. 2 of the GCP guideline are, by and large, consist with
the current program. However, the detailed lists of
criteria, the extensive recordkeeping and reporting
requirements, and ~uplicative supervision and oversight of
studies and data analysis are certainly not consist with
current practice.

fi;

b. This leads to the question, has APHIS identified any
changes that would occur in the agency’s preferences for
study design, conduct, or reporting if this guideline were
adopted? If SO, has the agency developed a rationale for
such changes?
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c. The Notice also states that the guideline will be used
as the basis for approval of shipment of experimental
products. The intend of this statement is not clear,
because the sponsor would be expected to ship the product
pursuant to 3 103.3 for the purpose of conducting the study
covered by the guideline.

AVBC concluded that a separate guideline is needed for
veterinary biologics studies after a review of the VICH GCP
proposal. The following sections of this letter illustrate
several of the inappropriate or inconsistent provisions in the
guideline as proposed.

1. Sec. 2.7. states that experimental products should be
prepared in accordance with the concepts of GMP. This statement
needs to be clarified; the important consideration for the .“

r~gulatory authority should be the sponsor’s assurance that the
experimental product can be duplicated in the final product.

?
For

APHIS-regulated products, the guideline should state that the
experimental products will be prepared in accordance with the
manufacturing requirements of 9 CFR.

2. Sec. 3.2 identifies a long list of responsibilities that the
investigator has for the management of the study. Many of them
cannot be documented and, thus, must be advisory. Several of the
items represent needless documentation:

Sec. 3.2.13. requires the owners’ informed consent, but that
will be implicit in most circumstances.

--
Sec. 3.2.28, requiring a contact log, is not needed.

Sec. 4.2.15. appears to require ~ study report on each
animal given an investigational product. -

3. Sees.3.2.17 - 3.2.20., covering the handling of
investigational and control products, will have -- at most --
limited applicability t~ studies of veterinary biologics.

4. Sec. 4.2.16. requi~: a quality audit. This is not defined
or explained. b

5. We anticipate that the effect of the protocol checklist
proposed in Sec. 6.3 would be that the sponsor will have to
routinely identify to the regulatory authority the elements that
are not applicable to its study. The sponsor may have to
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overcome a presumption that all elements apply, and there may be ‘
the prospect of a lengthy negotiation with the regulatory
authorities before the start of each study over which elements
apply.

There is a vast reservoir of scientific expertise to draw on
in the Center for Veterinary Biologics to make scientific
decisions. The decisions on study design, analysis, and reports
should be grounded in scientific judgment not bureaucratic
checklists. We suggest that neither CVB nor the industry has the
resources to enter into extended debate on the appropriateness of
the many elements on this list.

6. Sec. 6.3.8.4. requests the identity of the experimental
unit. This is not defined.
r .

7’2 Sec. 6.3.11. , on animal management and housing, would seldom ~
be applicable to field studies.

?

8. Sec. 6.3.13. , on controls, feed, water, etc., appears to be
applicable mostly to pharmaceutical products.

9. Sec. 1.24 and 4.1 both state that the sponsor “is liable for
the veterinary product under investigation.” We do not know what
that means; we certainly expect that it does m mean to imply a
USDA waiver of federal preemption of state product liability
laws . It could be revised to read that the sponsor is
“responsible” for the product, i.e., it is the sponsor’s job to
provide the product and assure that it meets specifications.

10. Sections 3 and 5 presume that it is always necessa~y-to have
an independent monitor. This does nqt seem to be warranted. In
a small company, the sponsor and investigator or the sponsor and
the monitor are the same. If the study is properly designed and
documented, there will be an adequate record for the regulators
to review (audit) without 3 independent actors. This is another
topic for potential debate with reviewers.

This long list of ‘concerns stems in part from the fact that
very little of the U.S. biologics industry had an opportunity to
participate as the guideline was being put together in the VICH
working group. The doctgnent needs substantial further discussion
of how to capture the safety, efficacy, and quality requirements
of 9 CFR. AVBC welcomes the opportunity to work with APHIS and
VICH to develop an appropriate guideline covering studies of
veterinary biologics. But at the moment, AVBC recommends that
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APHIS refuse ttiSupport th”efinalization of the draft GCP
guideline if it would apply to veterinary biologics development
in’the U.S.

Please do not hesitate to contact us with any questions or
comments on this letter.

Yours truly,

LUMAN, LANGE & WHEELER

$~ .!

Id

+“

[.

Jo n W. Thomas

T
. ..

Ji/pc
cc: Dr. Richard E. Hill, Jr.

Dr. David Espeseth
AVBC Members

+
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!F EUvet (egn endangersfoodsupply
EU legislation govumlng wterinaw products Is endangering
the food cupp~ and tirettrtmlng animal health and welfare.
Ragukrdona govomfno the reglstratfom end use of ve&inerv
produas kIme EU am net only detrimantil to consumers
and the European animal population, bm ak dema9hw IQ
tho animal health indu~. The Indwtry la also argtiing that
krrrovsdve vetdnary medicines will only contfnue to rwwh
ate European merka f me anhml hw~h Mum ISno
longer subjected tu the “Wtbeambio requimmerrte
combinad with le# uncriruilnv.

Tfzaaa wero arnung8t_~SoWfWlo~ d a conference set up
m examine mcrdlctne svollebillty irr Juiy. Organised by the
ruprwentsth bod[aa of tie fawning, vetarlna~, pharmacy
and .snlmel fwekh lnduetrle& rfre avent resulted fn a number
of Proposels to Improve vwterinay medlcinea avalkbiIii
wkhkt dre EU wtdch ware sent to the rhrnmiasion, the
EMEA and the Eurep=rr Councif.

nem were unanimous cells for the efrnplificafion of
~on procedures for existing and nmv produce
without reducing cemxrmw promctton. De@etes also asked
for the teahnbd mquimnams cd the mmfredng eutfrorisation
prowduma to be Int*retad more redbticsuy and h new
rearzimmeti notm be aDc41adauronwdcdvto some okiet
prr2ducW * have akemly been pruvzrn to be *

The conference dao wnsidered that, in general. MRLe
should be uppiicabie m ell food-producing apedu nnd that.
unless mqwwsfy specified an MRL shoufd be estebllahed
for two target dsauaa onty.

Cmalderirrg d-hbel use in fwd-producbrg animals, frwEs
agreed *an urgent revfew of the provisions gowming
such we vwle needed, to bauar mtlecttha daify needs of
vamrtnsrians. ?amcipents egrsed thnt the use of Pducm
w“lhout an MRL In food producing antrrrak should only be
autfrdsed in exmptlonel circumsmnce= and acmrrnpsrded
by a mrfffchsm wlthdmwsl pealed. Wl(hregardtomsffnrrfng
8utfmrieedoflrequkernenta ●nd procedures, en overell
~m~~ Of Europ-asn ~M8edUMS- celledfor.

ELibeef trade surplus hwer In 1998
The ELi imported336.700 tonnes of beef ksrcess **
equivalent, inciuding Iiw anlrnals) from Wd murrtzles In
19S8, down almost 10% from the 429,0Wmrrnea imported
in 1997,reports tfre W’s Meat and LWsmck Commksien.

The main importer, the UK, knpomed 1?7,800 torwee. 13.3%
below its 1997to?slof1S8.S00tonrm. Gemtan irnprw8wwe
dowrrbyz7% m 78m tonnes, and Iwhnirnfmrrsfell by
3-9% ro 60X torrrzeu Befgium, hnm~ Svmdan and
Portugal all ‘~e8d ttwlr Imports of beef &em tird

~Un* ~ ~ fxvamd Prndm?saccounted fm
around 33% of bmflrnpone H 27,000 v?rmas), while frozen
beef mpmamwd 32%, and fmeh or chlled oroducte 27%.

EU beef exim?a to thlfd countrl- fell W 26.8% to 769,200
mrmaain 1998, accodng to @x5tsr-Comewxt Sgwss.
h-eland wos the only EU member stare to Incmaee “Rabed
exportY in M95, reooverfng a number of “kcformer Middle
Eastern markets durfrrg the year (Animal Ffrarnr No 407.
p 8}, a factor whfch helped booaz eaiex by 7.8% to 267,400
tonnes. However, the UK ramrlned Imiend’s main beef
expen markat GermarIv, me cqcond hrrgest expormr of the
year. eofd f7T~O0 tonnes to thkkounoy rnerkst% 8 drop
of 31 % on ifs 1997 zofal of 249Xr0 rcnnee.

‘Ttre EU’s. tie In beef during the yeDr resulted in a trade

sur@ue of 3S2.500 forrne~
?

‘EUIlft$ Belgh dairy restrlctlom
TheEU k authorised the Iiing of most of the restridons
Imposed on Belgian dak-y products after the droxin crisis

(Animal phSMI NO 423. P V. repo- ~ra Europe. The EIJ
Standing Veterinary Conwrrkae {SW) approved a propowi
to eeca tia controls aftersem on produce from wtr 3S0
Belgian ddryferms showed dloxfn Iewlc were below the

fIPPrOVad fimiL OnW nine farms era requiredto undergo
furtft~Wing for dioxin corrtantlnatlon. lhe SVC approved

w proposal by na’orrslfy weightsrd quallfiad mejorfty, witfr
ony the Danidt end Aaaezrkm refmesem.sdvae vodng agaim
the motion.

7%e WC has also mrrtowd the raqukttment for f3e@en
dairy products. either intended fo? the domefi”c market or
fur expo~ m carry a veserfne~ ‘&dficote guaranteeing that
the milk comes from e nen~mlnetad farm. ~ SVC
haa ako eat a mexhum fat content level of 2% for afl dairy
products, which mama that efl prcrducts with dsi~fst
wnterrt of lees tfren 2Y. arwcordderad eafa

nfIe6M13’19s
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Aewciadone(FECAVA) and France’s national smoli ani~l
veterinary eaancietfon (CNVSPA), the 26!% Wodd %fehery
CenWUCS (hfodel Vst T$9S) M! take pleca from
September 33rd-Z6th W99 St the Palais dea Cangr& in
Lyon, France [sea ttda kmue, p 13].The congmea Ml h-dude
pmaertretiorra by over 150 spdr.sm, with simultaneous
translation intD Engfiah, ,Fnmch, Spanish, ftaffan end
Gwrn~ l’hugho~ the confam~ 18 hells will be In
continual use, hoetkrg a variety of conferences on mpka
inc!wfing ernemging krfections, buiaoics end reeiatance to
anthctedal drugs. The congress W“II alao lrrctude ●

commercial exhlbltbn covering 3,000rrr2 floor space,
featvringowr 160commercial mrhlbimrs. For further
de@ns, wntacu Mondief vet lrJ99, cWSPA, 40 rue de
8erri,76fM Paris,France, TeI: +xf 1 53S391 60;
fax: +33 1636391 69; e-malk rnoncWW@80Lcwrr; s
webaltw trttp:/hvww.moMefvet99.org


